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(54) MELATONIN DERIVATIVE FOR USE IN TREATING SLEEP DISORDER 

(57)Abstract: 

PURPOSE: To obtain a pharmaceutical composition that 
comprises a specific melatonin derivative as an active 
ingredient, a carrier, a diluent, and an excipient, is 
excellent in inhibit sleep disorders with low toxicity and 
is useful as a therapeutic and/or preventive agent for 
mammalian sleeping disorders. 
CONSTITUTION: This pharmaceutical composition 
comprises (A) a compound represented by the formula 
[R2 is H, a 1-4C alkyl, in the case that R3, R4 and R5 
are each H, or a 1-4C alkyl; R1 is R2 or a 1-4C alkoxy; 
R3 is R2 or a (substituted) phenyl; R4 is H, a haloacetyl, 
a 1-5C alkanoyl or a (halo-substituted and methyl- 
substituted) benzoyl; R5 and R6 are each H or a halogen; 
R7 is R2], typically N-[2-methyl-2-(5-methoxy-6- 
fluoroindol-3-yl)ethyl]acetamide, as an active ingredient, 
(B) a pharmaceutical^ acceptable carrier, a diluent, and 
an excipient. In a preferred embodiment, the daily dose 
of this composition is 1-500 mg/adult based on the 
component A. 



I 

-CH-CH ^r NK-CO-& , 



'Ok, 



r 

R 5 



I 



LEGAL STATUS 

[Date of request for examination] 13.11 .2001 

[Date of sending the examiner s decision of 30.03.2004 
rejection] 

[Kind of final disposal of application other than 
the examiner's decision of rejection or 
application converted registration] 
[Date of final disposal for application] 
[Patent number] 



http://www19.ipdl.ncipi.gojp/PA1/result/detail/main/wAAAXKaOBJDA40719649... 2006/05/23 



(19)B*Htt**(M "2>£K|4$yF£tffi (A) <ll>tt*H«4il»* 

tif 7 - 1 9 6 4 9 3 

(43) ^WB ¥fi£7*E (1995) 8^1 B 

(5i) int. ci. 6 mmn ff^mm^n fi 

A 6 1 K 31/40 A A E 
// C0 7D 209/14 8217- 4 C 



OL 



(f 101) 



/O 1 \ I I I 1355 SXZ. D 

(21) tijM#-^ 


4#GI¥6-283275 


(71) tBSA 


^90005922 








^ _ ^ ^ . i j i j — . 7 > H • # >/^:=.— 


(22) tBMB 


¥JS6*f(1994) 11E17H 




ELI LILLY AND COMPA 








NY 


<31)«fc*±K#-l* 


154332 




7^ U #-&*S46285'f 7:H+K > 


(32)iS3fcB 


1993¥11B18B 






(33)<Ift*iE£3IS 


*a (US) 










(72)3£W* 


V^^r;i/ • x F9- F • ^d- 








7* U *^&H46256^ ><r>f T^W-f > 
















224# 






(74) ftlA 




(54) mwo&m 






(57) [S*3] 


















f 

CH-CH^-NH-CO-R 1 



R 2 ^C 1 -C 4 7Mil/Tfe^)]^$n§^7 



(2) 



#i¥7- 19 6 4 9 3 



1 1 a : 



FTO 




I 

CH-CH 2 -NH-CO-R 1 



[St, R'tJ, C!-C47MMfcttCi-C 
4 7JU:n*v'7?&9 ; R 2 tt. **SfcttC,-C«TJ^ 
;UT&9 ; R 3 te. 7kSt. Ci-C«7^;k 
*fctt«*7x-;WT*»«3 ; R 4 H. 7K^. AD7tf 

;k c,-c e 7 , ;u*y-r;k ^>v-Ok s&tt^ni 

fcte*^JI/TM&£ftfc^>\/^Jl/T&0 ; R s *3j:y: 

43cfctfR 7 tt. *3R*fcttCi-C 4 7';^;kTft'5 
fc'U R 3 > R"45«t«R 5 **. •€-tl-€ t n*SUT*St 

R 2 KC,-C 4 7;W!/T$^] TSSft* 20 

[»*«2] N- [2 -*3S>U- 2- (5 h^-> 

- 6 -7;M-n-f >K-;i/- 3 — i )V) xg\M/) 7fe h 
75 F ; N- [2-x^;i/-2- (5-^h^->-6- 
^DCK >H-JU-3--f;l/) X5P;K) 7th7S H ; 
N — [ 2-*?-)V- 2 - (5 h^v— 6, 7 -S?£7 
DD-f>H-^-3 — ff) ifM 7th7SF;S 30 

CH a O. 



T^£ft, ffr£i£±N- [2- (5 b*->- 3 — f 
>K-;l/) xf;W 7th75Ht#Sn5. Z.<Dlt& 
«3©«^*ttN-7 , -fe5 1 ;U- 5 - ^ h + v-h'JX^S > 
*iO!N-7tfJl'-0-^fJl/tD hX>^tf 0 ^ 

U/nv>- (Endocrinology) i75iI2 3 8I (1 
9 6 4^) ) . */tMCF-7 t h?L«IBJ!aK:*rr*ffi 

>XS7->3> (J. Neural. Transm. ) (iiffi) S2 1 
#184 3 31 (1 9 8 6*?) ) *5=fctf. "S?Li)j^(Z)?L^ 

"J /□>?—• l^ — X (Neuroendocrinol. Lett.) % 9 



&J4N- [2-^^-2- (5-/h + ->-6-^7D 
n-f > h*-;i/- 3 --f M X?JW 7th7SK®5*, 
*> b Stf ft ■& fl2-&« 4ffl^5t)Ct»4. 1 IB« 

(DISTIL 

[»*«3] (±)-N- [2-*3\>l/-2- (5-* 
h*->- 6 -9DP-f >H-;i-- 3 --i)V) X^JU] 7 
th7SF; (+)-N- [2-^^-2- (5-^h 
^->-6-i7DD-f >H-;u-3--f;W x^;u] 7fe 
F75F;$fcH(-)-N- [2-^^-2- (5- 
^ b*v-6 >H— ;i/-3 --f )V) x^Jl/| 
7-fe F7S H*fflViSt)©-C**. W#^2 3Btt<BBSI 




[0 0 0 1] 

K§t±<Z)fiJffl#lf] **Wtti«?LI(j«lfc*^*ieilEI» 

[0 0 0 2] /7FZ/lt Tffi©*i6S; : 
Mb 2] 



CH 2 -CH 2 -NH-CO-CH3 



(2) #16 31 (1 9 8 7^) ) 

40 CDlE]«£<(£jt L, (71/>Ff., I*3VS7^X (Ergo 
nomics) ^ 3 0 #fg 1 3 7 9M (1 9 8 7^) ) . BK» 

□ y- (Psychopharmacology) SlO 0#|g2 2 21 
(1 9 9 0¥) ) , *J:tf*#fl9ttiMM3J:tf«MIB©"tJ- 
-Ar-f 7>UXAfc43»tSIW#&*/hJ;T* (7* U 
#!f#fF|j|4, 6 0 0, 7 2 3 -^43 XSb, 2 4 2, 9 4 1 

#) it*s»f>ntv^. 

[0 0 0 3] ^ : 
[ft 3] 



(3) 
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R 7 0 




[5t*K R x tt, zKSi* Ci-C 4 7;i/+;l/*fcttCi-C 

«AOT»0 ;feck^R 7 «, zKSRSfcttCi-C^TJ!/ 
R 2 /^*P!tT$>£i:^ R 5 43^D^ 

^^h->iwiM#:^^fcTTicMa$nT^D, mm* 

CH30-. 



10 




:fBdffitt**r4 (7*y*»IM&4. 9 9 7. 8 4 5** 
£t£4, 6 1 4, 8 0 7 . £CD=fc 5&l^i&<fcte 

f5, 196,435*) t*5t^e>nT^5. 

[0 0 0 4] MC, 3-ny/1«rflFlU«5 1 3. 7 0 
Ut4l 



CH 2 -CH 2 -NH-CO-CH3 



[0 0 0 5] ^mm<DBW)\t$,^m<D^m<D^y hn> 



B 7 0 




[0 0 0 6 ] #»iJI3«i*&l!iW£43tt3l*«i»*£fflll 

30 oT, *5£BJ<z)£ b/i5S«U, *%^CD^ffiTffifflT 
[0 0 0 7 ] ^ttfcitt"?'^ 

[0 0 0 8] _hfe©<£5tC, #5SBjte, s£ (I) : 
[it 51 

R 2 
I 

CH-CH2-NH-CO-R 1 

(D 



4 7Jl/3^->TfeD ; R 2 «, ***fcttCi-C«7;Wr 
)V-C$>r) ; R 3 «, 7KfS. Ci-C 4 7JU^;k 7i- J!' 



50 



U R 3 , R 4 *5J:tfR s #. *n*ft*it*5t*. 
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[0009] uT<Dfem\z, ±m&£zs*m^*p\zm^ 

[0 0 10] iC x -C + 7))/*)V} <htt, pt^k xg=- 

;k ^nti;k -rv7°pe;k n-^jk -fv^f 
;k »-«-^;u43±«*=«-y5 L ;PS: 4 &trjR*iR 

^ * i - 4m*m?%mm£f£\*ft&mmffimm*Mi* io 

[OOli] rd-c^lo^v-j ttt, *h*>% 
-fV7>+y, |r|-7> + y^J:«lEi-y 

[0 0 12] ry\7Pt^;i/J ttt, ^DDJtfJk 

[0013] rd-CsT^y-f^j «> *;i^;k 20 
;tx;k A*kUJk a-^^-;i/^u;k p-t^frz? 
[0014] rADti*$nfc^>7^^j ttt, ^& 

vW;k 7;u*n^>*/-f ;kfc«ttf 3- F^>*/<;ke 

[0 0 15] y-AD^>7^il/iH 2^)(7);\nl« 

7?**t>C!)S-&tfo MW^y-AO^>vV 30 
2,4-y^DD^/^Jk 2, 4-y7P : E 
^>VW;i/> 2, 4 -S?7;!/*D^>v/-f ;U43«t^X2 I 4 

[0016] ry^T«sn&'<>7'f*j ttt> 
;* 3=ji^ >\Af ;k s> * g^u^ >VW ;M3«fctf F u / ? 
;i^>y-f ;i^ft*tr. 

[0017] rfi^^ x -;i/j tt, ap, c.i-c 4 7;i/ 

Oo «^T. Z<D<kot£M\Z, 4-^7DD7x-Jk 2 40 
-7MD7x"Jk 3-3- F7xZJk 4-7'P^ 
7xZJk 3, 4 - y7*D : E7x-Jk 4-*^)U7jl 
xjk 2 -x^7xr.;k 3-n-7nt>7x" 
;k 4-^v7Pt>7xrjk 4-n -yg^u^xx 
;k 3 - t -7^;i/7xZJk 4 -sec-^^^x — 
;k 3, 4-^?;P7iX;k 4-^^y7xZ 
;k 3-Xh*y7i^Jk 2-n-7Dt c Jl^7x- 
;k 4-^77°Pt:>7xZJk 3-^f77>^y7x 
~;k 4-t-7h + y7xXJk 3-xl^y-4- 
* h+'>7xn;uttifS-&tr. 50 
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CO 0 1 81 * ( I ) TSSns^TOft^tttt, 

c 4 7;Mr;u (tobW?;H'fe§) r 3 ^.K 
[0019] cn&owsi^fb^&o-s^ 

St (I) R 2 :fc£^R 7 te, 

-5) T*£n*{b-&*ft^ir. #589itf>:#8re 

ffl^bn§ifcffsi^(k^(t n- [2-^^;i/- 
2- (5 h^i/- 6 -;7;ktp-r > F-;i/- 3 — -r 
;k x^;u] 7th7^ n- [2-x^-;i/-2- 

(5-*F*>'-6-£7DD-f >F-;U-3 — tM x 
3\M 7irF7^F\ N- [2-^5 L ;i/-2- (5-* 

;i/-3 — r;u) x^ 

;W Tir h75 F43<fctfN- [2-^?;^-2- (5- 

* 6 - ? p p-f > - 3 ;W x^JW 

[0020] *»w©*ftTffl^6n*sc ( i ) [a 
R 2 teCi-c 4 7;k*;i/T&3] tssnsft^* 

[0 0 2 1 ] TEOUZhtt*5EI8©ffliftfc3iT*«« 
W^<b-&«i ft tf & t> <dt* *• 

N - [2-^^;!/- 2-(5-^F^y-6-^PP-f> 
K— 3 -^f;Mx?;H 7-fe F 

N — [2 2 - (5 F^S"- 6 -7)\s*U<i 

>F-;P- 3 HJUlfW 7ir h7^ F 

N— [2 -X^;i/- 2 - (5 h*->- 6 -7)V*W( 

>F-;i/- 3 - -fWx^H 7ir F 75. F 

N - [2 -x^;l/- 2-(5-^F + y-6-^PP^f> 

F-;U- 3 -^fJHl^H 7ir F7a F 

N- [2 -fV7ot;P- 2-(5-^h + y-6-^D 

n-f > F-;U- 3 -*f M x?;k 7ir F 7^ F 

N — [2--fV7 s Pt>- 2 - (5 F^'>- 6 

^•D-f >F— 3 -f;Hxf;H 7ir F7^ F 

N- [2-*F)l- 2- (5 F^^>- 6-^0^-0 

F-;k- 3 -^JWxfJHMAT^ F 

N- [2 - 2 - (5 h + y- > 

F— x^;k ^jl/A7^ F 

N- [2 -X^;U- 2 - (5 -^P*^- 6-^PP-f 

>F-;i/- 3 --f;HxfJH*W7S F 

N — [ 2 -^D tf;i/- 2 - (5 --fV^P^y- 6-3 



7 

- F-f > 3 --f ;w x5=-;H ^A7a f 

N- [2 2 - (5 h^->-6 - JPD-f> 

3 -fJWx^]ynet>7$ F 
N- [2 -x^;u- 2-(5-^h^v-6 -7)l*u«f 

> F-Ji/- 3 -- f;W x^;U] tt>75 F 

N- [2 2-(5-Ih*y-6 -ya^-f > 

F-JU- 3 — f;Hif;H^D tf;*>7a F 

N- [2 2 - (5 - x -^jl^p-f 

>F~;U- 3--f;Mx?JH^75 F 

N - ( 2 - y P b°;i/- 2-(5-7>^y-6-^DD^f 

>K-;i^-3— f;Wif« F 

N- \ 2-*3-)V- 2-(5-^F^v-6-i7PP-f> 

F— 3 --f ;w xf;H y^;i/T^ F 

N — [2-^^)V~ 2-(5-^h^y-7-i7DD-f> 

F-;i/~ 3 - ^JWxfJH 7th7^ F 

n~ [2 2 - (5 h^v- 7 -7;i/*a< 

>F-;U- 3 — fJUxfJH T-fe F7^ F 

N — [2 -X^;i/- 2-(5-^h^y-7-^7DD^> 

F-;i/~ 3 — T JUX^W 7*fe h7$ F 

N- [2 -V e D t°;l/- 2 - (5 h^ris- 7 -ZfWE^ 

> F-;u- 3 — r;i/)x^;i/] 7th7^F 

N — [2 ~x^;i/- 2-(5-t-7> + y-7-^7Dn 
•f >F-;u- 3»-f;wxf;H*M7S F 

N — [ 2 -X^;l/- 2-(5-Xh + y-7-3-M> 

F— )V- 3 --fMxf;H*M75 F 

N - [2 2 - (5 -^fvyn*+y- 7 -^7D 

P-f > F-;U- 3 - ^fJHxW] MA75 F 

N- [2 2-(5-/h^y-7~yP^^f> 

F-;i/- 3 - -fJUx^H 7°Ph:t>7^ F 

N - [2 -x^;u- 2 - (5 -^P/p^v- 7 -£?pp< 

> F-;i/- 3 — f M xg^H 7°D t: :*>7 ^ F 

N - [2 -*^)V- 2 - (5 -s-^F^v-- 7-7^* 

p-f > F— 3 x^;i/] ^aKt>75H 

N- [2 - 2-(5-*h=*>'-7-£rPP-f> 

F-;u- 3 — f ;m x^;U] ^^75 F 

N - [2 -y^Jl/- 2-(5-X^y-7-^PDO 

F-;u- 3 «<JHX?;H 7^Jl/7a F 

N - [2 -X^;l/- 2-(5-^F^v-7 -^;i/^-a< 

> F-^- 3 --f ;w xyjw y^;i/T^ F 

N — [ 2 — ^3-)V— 2 - (5 h*->- 6, 
D-f> F— 3 --f JUxfJH 7ir F7^ F 
N- [2 -X3MU- 2 - (5 h*v- 6, 7 -i^P 
p-f > F-;U- 3 --f ;W x?;H 7th75F 
N-[2--1'y/Pb>-2-(5-^h^y-6 1 7- 

s?i7 a nrf > F— 3 --r ;M x?;i/] 7th7^F 

K-[2-^fJl/-2-(5-fV^n^y-6, 7- 
y^DD^ > F — 71/— 3 --f JUX^JH 7-tr h75 F 
N - [2 2 - (5 Mr->- 6, 7 - v^Jl/ 

*p-f > F— ;!/- 3 --f ;w x^;W 7th7^ F 
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;U*p-f > F-;l^- 3 --f JWX^H 7ir F7^ F 
N-[2-X?Jl/-2-(5-7>*y"6, 7-y7;b 
;tP-f > F-;i/- 3 — f ;W x?M 7iz F 75* F 
N- [2 2-(5-^F^^>-6-^np-7 
3 -fMxfJH 7ir h75 H 
N - [2 - y^JU- 2-(5-;*h=* t >'-6-£PP-7 
-yp^Ef > F-;u- 3 --f ;W x^;U] 7ir F 7^ F 
N — [2 2 - (5 h^v- 6-7MD- 

7 -i7PP-f > F-;i/- 3 - fjHxf;H 7ir F7^ F 
10 N- [2 2 - (5-Xh + y- 6 -^D^E- 7 

-3- F-f >F— 3 -^fJUxfJH 7ir F 7^ F 
N- [2-X^Jl/- 2-(5-Xh^y-6-^/ap-7 
-7^^-P-f > F-;i/- 3 - -fjUx^H 7-tr F7a F 
N - [2 - f7 7 p nh>- 2-(5-t-7h+y-6- 
i7pp- 7 -yjisfu-l > F-;i/- 3 - fjHx^H 7 
-tr F 7 a F 

N - [2 -X^ji/- 2-(5-7>*y-6-7'D : E:-7 
-i7PP-f >F— 3-fMxf;H7th7$ F 
N- [2-*?;i/-2-(5-* F^v-6, 7-^P 
20 P-f > F— 3-f;HX5 1 ;H*^A75 F 

N- [2-^)V- 2- (5 h*y-6, 7-y7'P 
^ > F-;i/~ 3 -fJHxf;HMA75 F 
N- [2 -i-Zf^)V- 2-(5-^F^i/-6-^7PP 
- 7 - 7)V~*U<1>\z — )V- 3 -fJHXf;H*M7 
^ F 

N — [2 -X^;U- 2-(5-Xhty- 6 -y)V^U- 

7-yp^ > F-;i/- 3 --f ;w x^;H ma7^ f 

N - [2 -X^jl/- 2-(5-s-7>^ry- 6-7M 
p-7-^PP-f>F-iH 3 -f;Hxwn*;PA7 
30 a F 

N- [2 2 - (5 F^v-6, 1 

p-f >F-;i/- 3 x^;u] yp et>7a f 

N-[2-X5 t ;P-2-(5-^h*^-6, 7->?i7P 

p-f > F-;u- 3 --f ;W x^;H 7 c p t°t>7^ F 

N— [2-yDh>- 2 - (5-fvyP#*->- 6-^7 
pp - 7 -^;i/^-n-f >F-;U-3 -<f ;Wx^;H-7 6 P 
h°^->7a F 

N — [2-^^)1- 2 - (5 F4^^>- 6-yp^- 7 
-3 - F-f > F-;U- 3 -fMx^JH ypt c t>7^ 
40 F 

N - [2 2-(5-Xh^y-6-7'o^-7 
-27PP< >K— Jl'- 3 --fJWXWH 7°Ph e t>7^ 
F 

N- [2 -^^P- 2-(5-^h*v-6, 7 

^•p^r > f-;i^- 3 — f ;w x^;W y^;u7^ F 

N- [2 -X^- 2 - (5 F^i/- 6-7MP- 

7 -i7 p P-f > F-;i/- 3 --f ;w x?;H ttjvrs F 

N- [2 --f yyPt>- 2 - (5 F*>— 6, 7 - 
v^D^f >F-^-3-f JH X?;H 7^7 5 F 
50 N-[2-fV7 s Ph>- 2-(5-7> + y-6 -7 a 
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^ F 

N- [2 2 - (5 F^v-6, 7-v^P 

□ -3-^f;Hxfjl/]^75 F 
N-[2-^^)V- 2 - (1 -T-t^Jl/- 5 h + '>- 

N-(2 -7^)1- 2 - (1-7^)V~ 5 

6 -7MD^>H-;h3--1'MxfiH 7-fe F75 

F 

N- [2 -X^;U- 2 - (1 -T-ir?;U- 5 -fV7°o* 10 
^y-6-^7PD-7 -^l/^P-f > 3 

;Wx^;u]7irh7^ F 

N - (2 -^^jU- 2 - (1 ~7 6 Db°^- 5 F* 
is- 6 -y)V*u^ > K-;i/- 3 --fjHxfJH Tir F 
7^ F 

N — [ 2 — J-)V— 2 - (1 - ^Dt°«- 5 -X V* 
5/-6. 7-y?DD^>F-Jl/-3-fJWxW]7 
-fe F7^ F 

N- [2 -X^;l/- 2 - (1 - 7°n t 0 ^-XJl/- 5 -7b*r 
v-7 -^PP-f > 3 --f JUx^JH 7-fc F7 20 

^ F 

N - [2 - 2 - (1 - tfAD-OU- 5 -X F+>- 

- 6-7'n^< > H-;i/- 3 -*f ;M x^;u] »A7^ 
F 

n - [2 -ypt:;^- 2 - (1 - ^DD7-fe^;l/- 5 
F^>- 6 -^d^e- 7 -y^M-p-f > F-;u- 3 --r 
JUx^jH yDb°^>7^ F 

N- [2 2 - (1 - y'U^TM^lV- 5 -X F 

*v-7 - # an -<>F— jl/- S-fjWx^]^ 
;y7^ F 30 
N — [ 2 —JLzFJV— 2 - (1 -Aly'J )V~ 5 — f V^P# 

7ir F7^ F 

n — [ 2 2 - (i -y^u;u- 5 F*>-- 

6 -£7PP-f >F-;i/- 3 — fjUx^JH 7-fe H75 K 
N- [2 -X^-Jl/- 2 - (1 -^<>VW;i/- 5-t-7h 

7 > F-;i/- 3 — f ;W x^;i/] *;ua 

7^ F 

N - [2 - < y^DtTjl/- 2-[l'-(4-^DD^>y' 
-OM - 5 F*->- 7 - 7)V*u<1 > F-;U- 3 - 40 
<JHx^H*M7^ F 

N — [2 -p^;!/- 2 - [1 - (4-7'n^E^>VW;l/) - 
5-Xb*y-6, >F~;U- 3 

X?;{/]-7°Pb e ^->7^ F 

N— [2 ~X^;U- 2 - [1 - (2, 4 - y^DP^>VW 
;W - 5 F*v- 7 -yn^OH-;i/- 3 -<M 
x^H7 e oh^>7^ F 

N- (2 - 2 - [l - (2, 4~^yj^a^>V 

-i M - 5 -yo^y-6-^DD-f > f-;u- 3 - 
^;Hx^]^A7^ F 50 
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N- [2-*3 L )l- 2- [1 - (4-3- F^>VWjU) - 
5 - x F^v- 6 -7)l*n- 7 -trun-i >F-;i/- 
3--fJHx^H7th7^ F 

N — [2 -X?M1/- 2 - [1 - (2 «^WK>7^f;H - 
5 F*W > F-;U- 3 - ^fJHxfjH 7 0 Pt 0 t> 
7^ F 

N- [2 ~^^)V- 2 - [ 1 - (4 -7;u^p^>vW ;W 

- 5 -x F*W > F-;i/- 3 ~f ;M XTM 1£)VJU7 
^ F 

N- [2-^)V- 2 - [1 - (2, 6 -^^^-;1/^>VW 
;W - 5 F*~>- 7 - 7;i/^P-f > f— 3 --r 
JHX^M »A7^ F 

N- [2 -X^;l/- 2 - [1 - (2, 6-y^fJK>VW 
;W - 5 -x F* W > F-;l/- x^;H 7-tr 

F7^ F 

N- [2 -X^JU- 2 - [1 - (2, 4, 6-F'J^ F^> 

^>vW;w - 5 F^->- 6-^DD^> F-;i/- 
3--f;Hxf;H^ae*>75 F 

N- [2 2 - [1 - (2, 4, 6-FU^ F*'> 

^>v/-r;W - 5 F*W >F~;u- 3 - -fMxf 

JW*M7^ F 

n - [2 -xg\>u- 2 - (i -tr/tcK;i/- 5 — f y^p 

> F-;y- 3 ->f ;M x^;W 7th7^ F 
N- [2 -^JU- 2 - (1 -^nn7t^- 5 F 

*w > F-;i-- 3 --r ;w xwh f 

N- [2 -^;y- 2 - (5 h^w >K-;i/- 3 - 

-f jUx^HTthTa F 

n- [2 -x^;u- 2 - (5 F^X >F-;i/- 3 - 

^JWX?JW 7-fe F7^ F 

n — [2 -x^;u- 2 - (5 - ^ h+w >F-;i/- 3 - 

^fJHX5 1 JH^Det>75 F 

N - [2 - ^5=-;U - 2- (5 -yD#tH>F-ih 3 
--fMxWH MA7^ FN - [2 2 - (5 

-s-7*h*H> F-;i^- 3 — f ;W x^;u] zf^)V7 
a F 

N— [2 -X^;i/- 2 - (5 -x h^W >F— 3 - 
^WX5 : ;H7 fl P(:*>7^ F 

N — [2 - ^^JU- 2 - (5 - X h^W >F— 3 - 
<;WxfjH*M7^ F 

N — [ 2 - <V7 e Pt>- 2 - (5 h^'X> F-;i/ 

- 3 -^JWX^!/] 7ir F7^ F 

N - [2 -X?;U- 2 - (5 F + v-f >Y—)V- 3 - 
-f ;W x?;H^A75 F 

N- [2 - (2 5-^h + y-6-7'P ; E'f> 

F-;i/-3-f;i/)X^H7th7^ F 

N- [2 - (2 -X^;i/- 5-^F^v-6-i7PP-f> 

F-;u- 3 — f ;w x^;u] 7-tr F 7^ F 

N- [2 - (2 -n-7°Ph:Jl/- 5 F^i/~ 6 - {7 u 

a-i > F— 3 -fMxfjW »A7^ F 

N- [2 - (2 -n-^;U- 5 F^~>- 6 - ^pp 



11 

<>F-;i/- 3 -f;WxfM*ji/A7a F 

N — [ 2 — (2 -X^Jl/- 5 F*v- 6 -3- F-f > 
F— Jl/— 3 - <jHxf;H /Dh't/JS F 

N — [ 2 — (2-fV7 e nt>-5-^ F*'>- 6 

*D-f >F-;i/- 3 --fjuxfM -a-/f;^e 

:t>7a F 

N — [ 2 — (2 -7xx;k 5-^h + y-6-i7DD-f 

>F-Jl/~ 3 - ^f^XWHMATS F 

N-[2- (2-7zX^- 5 F*v- 6-^^ 

>F— ;U- 3 — fJWxfjM 7th7^F 

N- [2 - (2 -7iXjh 5 -pt F^v- 6 -3 - F-f 

> F-;U- 3 --f M x^;H "/a t c t>7^ F 

N - [ 2 - ( 2 - (4-i7DP7xXM - 

6 PD-T > F— )V- 3 - ^MxfM WA7^ F 

N — [ 2 — ( 2 — (3-7MD7x-JW - 

- >H-;K3--fJHxfJH 7th7^ 
F 

N - [2 - (2 - (2 -7)1*U7jl~M - 5 F*v 

- 6-57nD-f>F— ;i/-3 - -fMxWH 7°al:t> 
7^ F 

N — [ 2 — ( 2 — (4-*3 l )17jl~)\s) - 5 - ^ F^v- 

6 -yn^ >F — 3 -<;Hxf;H*M75 F 

N- [2 - (2- (3 -XfJl/7x^l/) - + 

6 - 7MD< > F-JH 3 - -f M xfJW 7^^7^ 
F 

N- [2 - (2- (4 - n-yPt°Jl/7xX;H - 5 - ;* h 
3^>- 6 -#pp-f > F— 3 --fjUx^H^M 

7 5 F 

N - [2 - (2- (3 — f y^Pt^xXJM - 5 - ^ F 
6 -7)V°*U^ >Y — )V~ 3 - <JHXfjW Til 
F7^ F 

N-[2-(2-(4-* h+y7x^iH - 5 F*v 
-6-^pp-O F— 3-<;Mxf;H 7°Db c t> 
7a f 

N - [2 - (2- O-xh + ^xXjH - 5 F*v 
F— 3 -*f JUxfM 7-fe F7a 

F 

N~ [2 - (2 - (3-7Wy7xZjH - 5 F^ 
6 -7)V^u^ >F-;i"- 3 -fjHx^H 7-fe F 
7^ F 

N - [2 - (2 - (4-t-7>^y7xr.Jl/) - 5 - ^ F 

6 -^□□-r > F— 3 — r ;M x^jH 

7a F 

N— [2 — (2 — (3 — n — "7 F^v-^xXjU) - 5 - ;* F 
+ y-6-^DD-f> F— 3 — f Ji/)X^;i/] 7ir F 
7^ F 

N - [2 - (1 - 7-fe^;U- 5-^h^y-6-^PP1' 
> F-;i/- 3 --fJWxfJV] 7ir F7a F 
N — [ 2 — ( 1 - ^DWxjl/-5-^ h*->- 6 -7)V 
^-d< > F — )V- 3 ;W x^;H 7th75F 



7) Hri¥7 - 1 9 6 4 9 3 
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N- [2 - (1 -tfA'cK ;U- 5 b*rzs- 6 -^P^E 

F 3 - -f ;w x^jH 7 a f n - [ 2 - 

(l-^an7Wil/- 5-* F*->- 6 -3- H-f > 

F-;u- 3 — f ;wx5 1 ;H^Dtf^>7a F 

N- [2 - (1 -^DtTtWH 5 -d? 
pp-f > F-;U- 3 ->f JM X3MH F 
N — [ 2 — ( 1 -rt\s*))V- 2 -t^JV- 5-* F^v- 

> F-;i/- 3 -*f ;w x^;i/] 7th?aF 

N - [2 - (1 -y^U )V- 2 -x^Jl/~ 5-^F+y- 
10 >F-;i^-3 — f;Hxf;H7*h75 F 

N - [2 - (1 -^>V^;U- 2 -n-ynt>- 5-* 
F*v- 6 - ^PP-f >F-;i^- 3-fJWxfJH 
A7^ F 

N - [2 - [1 - (4-?DP^>^M - 2 -n-^^ 
;]/ _ 5 h^~>- 6 DD-f > F-Jl/- 3 
XfJWMA75 F 

N — [ 2 — [ 1 — (4 -^p^E^^Z-f ;W - 2 -x^;i/- 

F^v-6-3-FM >F-;U- 3 HJMXf 
;Hy°Db c ^->7a F 
20 N-[2-[l-(2, 4-y^PP^yVW M - 2 - - f 
77°P tf;l/- 5 F^rv-- 6-7)V*W( > H — 
3 ->f JHX5=-;H - a-^^l/7 0 Pt°t>7^ F 
N- [2 - [1 - (2, 4 -^^U^P^W-f - 2 - 
7xrjh 5 h^y-6-^PP^>MH3~ 

^;Hx?;H«A7^ F 

N-[2-[l-(4-3- H'OlAOM - 2-7x"JV 

_ 5 _^ f^v-- 6 -yp^r-r > F-;i/- 3H;nx 

7ir F7a F 

N- [2 - [1 - (2 -^^;i/^>vW;W - 2-7x-Jl/ 
30 -5-* h+'>-6-3-hM>MH3-^Hx 
?-Mzfu\Z*>T* F 

N-[2-ll-(2,6 ->?^;i/^>vW;i/) - 2 - (4 
-^pp-7x-;W - 5-^F^y-6-^np^f> 
F-;i— 3 ->f ;Hx^;H#;ua75 F 

N- [2-11- (2. 4, 6-hU^5 L ;^>!/^;W-2 
-(3-7Mo-7xXJH - 5 F^v- 6 -7*P 

> F-JU- 3 — f ;H X5P;H 7th75H 
N- [2 - (1 - tfAa-f 5-* F*>— 6 -^PP 
-f >F-;U- 3 -*OMx^;H 7th75H 
40 N- [2 - (1 -^Pn7-ir^;U- 5 F + y- 6 -i7 
pp-f > F-;i/- 3 -<JHxf;H 7th7^ F 
N - [2 - [1 - (4 -^PP^y^JW - 5 - ^ F^v 
_ 6 _/ 7DD ^ > F-;U- 3 — f ;M XWW 7ir F 7^ 
F 

N - [2 - [1 - (2, 4-y^DP^> x /-1'Jl/)-5-^ 
6 - £>PP-T > F-Jl/- 3 - <MxfM 7-te 

F7^ F 

N- [2 - [1 - (2 -*3\Jl/^>\Af ;W - 5 F^v 
_ 6 _/7 Da ^> F-;l/- 3 x^;H 7-fe F 7 a 

50 F 



(8) 
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n-[2-[i-(2, 6-v^^;^>y-f ;M-5-* 

h7^ K 

N - [2 - [1 - (2, 4, 6 - h U*5P;^>*/-OM - 5 

h^v- 6 -t?uui > 3 --f ;i/]x^;H 

N-[2-(5-j* h + 7-vi7DP^>F-;U 
-3-<;i/)X^;W 7izH7^ K 
N - [2 - (2-^^;!/- 5 - * h*v- 6, 7 -z?7)V 
jra-r > K-;i/- 3 — f)V) x^;H 74r h 7^ F 10 
N- [2 - 5 h^v- 6 ~7JU^P- 

7 -i7PD^>H-;U- 3--f;Wx?JW 7th7aF 
N- [2 - (5-^ b*zs- 6, 7-y^DP^f>F-^ 
- 3 --(Mjl^M 7 P nt°^->7^ K 
N-[2-(5-j* 7 -y7WO-f > F~ 

N- [2 - (2-*^- 5 h*v- 6, 7-v^P 
n< > 3 ~f ;w x^;H -n-7*^7a 

[0 0 2 2 ] *»WO*»T«fflSn«-fb*«J4. 20 

is$n#§ 0 ^ (i) T*sna{k-&«ic!)«jt€rE«"r 

S^M&THfTWtt, 7^U*tffI4,0 8 7,444 
4, 6 1 4, 8 0 misfit 4, 9 9 7,8 4 

[0 0 2 3 ] *5£WlZ$>\,*Tm^t>tl2>jg l ( I ) 

iz%;m-?z>£, mm<Dfflt&&&tfmft&mm (dims 30 
mm) ^sfctt¥a&e»ttsi:t*«fflitT**;:t 

OfcF;i/7># mWW} 360H(1982^),^-f 

U - • 7>H -1t>X\ f2t (1 9 8 8¥) *«ktK3 
-n«//t»fffflB5 1 3 7 0 2 l:*§Sftt^5. ffiHS 40 

[0 0 2 4] ±BKjS^fc«t3fc, 5£ ( I ) TTK^n^) 
fl§l*K «2fc#K &Tl*K »8IRi*u «5^irt*fc«*Kl*l«i 



#1¥7- 19 6 4 9 3 
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t>, &j*\zm¥iz&rtz<&&<Djjmzj:K)n&2nz>m 

[0 0 2 5 ] ±5S<Oct5fC, #§gi?lj<7X£&teE1lffl/&» 

«, *^>x»j, xu 

mnm. suesk »*. ->d*;^ x7V> 

[0026] jga^afl^ nt»ao*«fcrx«iR#J^^<^ 

p*a, u>k*;u->^a, 7;u^>KiS, b^##> 

7,. #U hLx;i/fc 0 PU H>, -t;i/P— 

ypy^ ^^;i/-tr;UP-X, tHa^SISH 
-^^;^ct^-y°p e;k xf7'J>lv^ 
*i/9A*«ktftt** 4 &tr. »»JH. SiRJW. S«»J* 

^titi:Mf^ fiftts&ttiiaifc 

[0 0 2 7] feAtttt, »S b < tt*ffia#«»«T« 
»HkSn, fitt«»S«lHB5 0 0m 

g, S6fcii#tt, *5 3 0-15 2 0 Omg^tfo ^ 

[0 0 2 8] *5SW<D**T?ffl^&n«'fb'& i »«. BBS 

-»5 0 0mg(^K4i«lS:^5o ^Abfcr><tOA& 
»iB 3 0 - 2 0 0 m g L^L^ 

[0029] i^tco^j^j^, sc (i) tssns^f 



(9) 



7-196493 



15 



16 



[si] 



(±-N- [2-^5 L ;i'-2- (5-*h*->-6- 
^□□-f>K-^-3-fW xfJH 7th75F 50 

e»x>^"> 2 0 0 

[0 0 3 0] ^WM2 * K2] 

UE£Z2VZjfejk) 

(-)-N- [2-*3\>W-2- (5 h*v- 6 - 

j/pp-T >K-;v-3--oi/) x^;H 7tb75H 100 
awsatt-fcji'n-;* 400 

Xf7'J>S 5 

5. 20 ^tS^TSM?.. 

[0 0 3 1] 3 ★ [S3] 

a* 

(±)-N- [2 -;*5\>]/-2- (5-*h*v—6- 
•7)V*U4>V-)V-Z-4M X^;U] 7i?h7S F 0.2 5 

x^y-;u 2 9.75 

•/n^5>h22 PPi^JI^P^ » 70.0 0 

i£ttft£4^x*/-;u<hS£U S£*i£:/p^5> * [0 0 3 2] Hfll 

h2 2©-*lClPA, -3 OlClCfcjWU ettJS»*6 0mg«'&tte»P»#«)»«Kia-ra*«l 

To ov^t> ^wm^^yu^m^izxn. 7p^ EATroj:3fcUTSHS-r5. 

(±)-N- [2-^^;i/-2- (5-^h+->-6- 



/7nn-r>K-;i/- 3 — r;w xg^n 7th75K 
7>^> 

*'J t*x;i/t°P'J KXl 0 bT) 

£ik£ 



6 0 
4 5 
3 5 

4 

4. 

0. 

1 



mg 
mg 
mg 
m g 
5 m g 
5mg 
mg 



fijttfiScfr, 7 f >:/>i3«fctf-fe;l'P-7.£4 5#* >y->3. 

(U.S.) 0*5lf>til/. ^CS^TS. #'Jt'X 
JKfPU F>»JRfc»Sn&»*.tE£U tJlr>Tl 4 
#^-y->a. (U.S.) ©^s^V^'jITo CICOiolCUT 
8Sj££nfc3S*a£5 0 -6 CCICT^L,, 181^7 

->j. (u.s.) ro^-sv^ciit". o#y y->i 

(U. S.) <75^2)^lc:jiUT43Vifc^- h U 

(-)-N- [2-*3MW-2- (5-^h+y-6, 7- 

s^pp'OF— ;u-3--r;w ifM r-thTSF 



15 0 mg 

5 0mgfi*<7)^JSr4§-2). 
[0 0 3 3] USftl 



itig8 omg ft^wefswsojancai'fc*'^*^ 



8 Omg 
5 9mg 



(10) 



- 1 9 6 4 9 3 



17 



18 

5 9mg 
2mg 



2 0 Omg 



* [0 0 3 4] 



^y^ASg^L, 4 5#*y '>a«)*5^l:ll, 1 0 0 m g ^tfBHEW S^f^fc* ©*»J 

5f >* yt;H: 2 0 0 m g I»At 5. * ft, ^TcDi 5 \Z IsTM&T Z>o 

( ± ) — N — [2-X^;i/-2- (5-^h^^>-6- 

i7DD^>K-;K3-^fJW X^;i/] TirhT^F 10 Omg 
ttftmiSK^U-feU FftttAT 2,00 Omgit^ 

ffitt*^*6 o#^y>3. (u. s.) o^w-au 10* [0035] nfiggy 7 

Wt^§^W£^SSt\ mMVT&^frmmmm 5m l <D«#*»fc0»*l#5 0mg£^t«(igPliSO 

(±) -N- [2 2 - (5-;*h*~>-6- 

v d y y° 



lft)^4 5f/7ya (U.S.) ©Ai^tll/, ±h 

(±)-N- [2-^^-2- (5-* h^£/-6, 7- 
y^DD-f>H-J!/-3-fJl/) X^;i/] 7th7$ H 

xt7U : 



5 Omg 
5 Omg 
1. 2 5ml 
0. 10ml 



38 II 

5m 1 <hT£o 

[0 0 3 6] 

Mtl&l 0 Omgft^trtilRWiF^fflBfcaT**^-!: 



1 0 Omg 

1 6 4mg 

1 6 4mg 

2 2mg 



it 



4 5 Omg 
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